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<110> Janssen Pharmaceutica N.V. 

<120> Amyloid-Beta monoclonal antibodies, compositions, methods and 
uses 

<130> PRD 32 

<150> PCT/EP02/11062 

<151> 2002-09-27 

<160> 12 

<170> Patentln version 3,1 

<:210> 1 

<211> 5 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Immunogen consisting of the first 5 amino acids of the BACE1 clea 
vage site of human amyloid beta 

<400> 1 

Glu Val His His Gin 
1 5 

<210> 2 

<211> 7 

<212> PRT 

<213> Artificial Sequence 
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15 



20 



45 



55 



<220> 

<223> Immunogen consisting of the first 7 amino acids of the BACE1 clea 
vage site of human amyloid beta 

<400> 2 

Glu Val His His Gin Lys lie 



<210> 3 

<211> 5 

<212> PRT 

<213> Artificial Sequence 
<220> 



<223> Immunogen consisting of the first 5 amino acids of the BACE1 clea 

25 vage site of mouse amyloid beta 

<400> 3 

Glu Val Arg His Gin 
30 1 5 

<210> 4 

35 <211> 7 

<212> PRT 

<213> Artificial Sequence 

40 



<220> 



<223> Immunogen consisting of the first 7 amino acids of the BACE1 clea 
vage site of mouse amyloid beta 



<400> 4 



50 Glu Val Arg His Gin Lys Leu 
1 5 



<210> 5 

<211> 136 

<212> PRT 

60 <213> Mus sp. 
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<220> 

<221> CDR1 
5 <222> (50).. (54) 
<223> 

10 

<220> 

<221> CDR2 
15 <222> (69).. (85) 
<223> 

20 

<220> 

<221> CDR3 
25 <222> (118).. (125) 
<223> 

30 

<400> 5 

Met Lys Cys Ser Trp Val lie Phe Phe Leu Met Ala Val Val He Gly 
35 1 5 10 15 

He Asn Ser Glu Gly Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Arg 
20 25 30 

40 

Ser Gly Ala Ser Leu Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn He 
35 40 45 

45 Lys Asp His Tyr Val His Trp Val Arg Gin Arg Pro Glu Gin Gly Leu 
50 55 60 

Asp Trp He Gly Trp He Ala Pro Lys Asn Gly Tyr Ser Glu Ser Ala 
DU 65 70 75 80 



Pro Lys Phe Gin Gly Lys Ala Ser Met Thr Ala Asp Thr Ser Ser Asn 
55 85 90 95 

Thr Val Tyr Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val 
100 105 HO 

60 

Tyr Tyr Cys Phe Ala Gly Phe Tyr Asp Ser Ser Leu Tyr Trp Gly Gin 
115 120 125 
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Gly Thr Thr Leu Thr Val Ser Ser 
130 135 

5 

<210> 6 
<211> 133 
10 <212> PRT 

<213> Mus sp. 

15 

<220> 

<221> CDR1 
20 <222> (44).. (59) 
<223> 

25 

<220> 

<221> CDR2 
30 <222> (75) . . (81) 
<223> 

35 

<220> 

<221> CDR3 
40 <222> (114).. (122) 
<223> 

45 

<400> 6 

Met Met Ser Pro Ala Gin Phe Leu Phe Leu Leu Val Leu Trp lie Arg 
1 5 10 15 

Glu Thr Asn Gly Asp Val Val Met Thr Gin Thr Pro Leu Thr Leu Ala 
20 25 30 

Val Thr lie Gly Gin Pro Ala Ser lie Ser Cys Lys Ser Gly Gin Ser 
35 40 45 

60 Leu Leu Ala Arg Asp Gly Lys Thr Tyr Leu Ser Trp Leu Leu Gin Ara 
50 55 60 



50 



55 
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Pro Gly Gin Ser Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp 
65 70 75 80 

5 Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Asn Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr 
10 100 105 HO 



15 



20 



60 



Cys Trp Gin Gly Thr His Phe Pro Arg Thr Phe Gly Gly Gly Thr Asn 
115 120 125 

Leu Glu He Lys Arg 
130 



<210> 7 
<211> 133 
25 <212> PRT 

<213> Mus sp. 

30 

<220> 

<221> CDR1 
35 . <222> (50) . . (54) 
<223> 

40 

<220> 

<221> CDR2 
45 <222> (69).. (85) 
<223> 

50 

<220> 

<221> CDR3 
55 <222> (118).. (122) 
<223> 



<400> 7 

Met Gly Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 
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1 5 10 15 

Val Leu Ser Glu Val Gin Leu Gin Gin Ser Gly Pro Asp Leu Val Lys 
5 20 25 30 

Pro Gly Ala Ser Val Lys Thr Ser Cys Lys Thr Ser Gly Tyr Ser Phe 

10 

Thr Glu Tyr lie Met Ser Trp Val Arg Gin Ser His Gly Lys Ser Leu 
50 55 60 

15 

Glu Trp lie Gly Ser lie Asn Pro Asn Thr Gly Gly Ser Arg Tyr Asn 
65 70 75 ^ 80 

20 Gin Lys Phe Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser 

85 90 95 

Thr Ala Tyr Met Glu Phe Arg Ser Leu Thr Ser Glu Asp Ser Ala Val 
25 100 105 110 

Tyr Tyr Cys Ala Arg Gly Asp Phe Asp Tyr Trp Gly Gin Gly Thr Thr 
115 120 125 

30 

Leu Thr Val Ser Ser 
130 

35 

<210> 8 
<211> 133 
40 <212> PRT 

<213> Mus sp. 

45 

<220> 

<221> CDR1 
50 <222> (44) . . (59) 
<223> 

55 

<220> 

<221> CDR2 
60 <222> (75) . . (81) 
<223> 
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<220> 
5 <221> CDR3 

<222> (114) . . (122) 
<223> 

10 



<400> 8 

15 Met Arg Phe Ser Ala Gin Leu Leu Gly Leu Leu Val Leu Trp lie Pro 
15 10 15 

Gly Ser Thr Ala Asp lie Val Met Thr Gin Ala Ala Phe Ser Asn Pro 
20 20 25 30 

Val Thr Leu Gly Thr Ser Ala Ser lie Ser Cys Arg Ser Ser Lys Asn 
35 40 45 

25 

Leu Leu His Ser Asn Gly lie Thr Tyr Leu Tyr Trp Tyr Leu Gin Arg 
50 55 60 

30 

Pro Gly Gin Ser Pro Gin Leu Leu He Ser Arg Val Ser Asn Leu Ala 
65 70 75 80 

35 Ser Gly Val Pro Asn Arg Phe Ser Gly Ser Glu Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Arg He Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 
40 100 105 110 

Cys Ala Gin Leu Leu Glu Leu Pro Phe Thr Phe Gly Ser Gly Thr Lys 
115 120 125 

45 

Leu Glu He Lys Arg 
130 

50 

<210> 9 
<211> 138 
55 <212> PRT 

<213> Mus sp. 



60 

<220> 
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<221> CDR1 
<222> (50) . . (54) 
5 <223> 



<220> 

10 

<221> CDR2 
<222> (69).. (85) 
15 <223> 



<220> 

20 

<221> CDR3 
<222> (118) . . (127) 
25 <223> 



<400> 9 

30 

Met Glu Trp Thr Trp Val Phe Leu Phe Leu Leu Ser Val Thr Ala Gly 
15 10 15 

35 Val His Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Met Lys 
20 25 30 

Pro Gly Ala Ser Val Lys lie Ser Cys Lys Ala Thr Gly Tyr Thr Phe 
40 35 40 45 

Ser Thr Ser Trp He Glu Trp He Lys Gin Arg Pro Gly His Gly Leu 
50 55 60 

45 

Glu Trp He Gly Glu Val Leu Pro Gly Ser Gly Lys Ser Asn His Asn 
65 • 70 75 80 

50 

Ala Asn Phe Lys Gly Arg Ala Thr Phe Thr Ala Asp Thr Ala Ser Asn 
85 90 95 

55 Thr Ala Tyr Met Gin Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val 
100 105 110 

Tyr Tyr Cys Ala Arg Glu Gly Ser Asn Asn Asn Ala Leu Ala Tyr Trp 
GO 115 120 125 



Gly Gin Gly Thr Leu Val Thr Val Ser Ala 
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130 135 



<210> 10 

5 

<211> 128 

<212> PRT 

10 <213> Mus sp. 



15 



<220> 
<221> CDR1 
<222> (46).. (55) 
20 <223> 



25 



<220> 
<221> CDR2 
<222> (60).. (67) 
30 <223> 



35 



<220> 
<221> CDR3 
<222> (110) . . (117) 
40 <223> 



45 



60 



<400> 10 

Met Asp Phe Gin Val Gin lie Phe Ser Phe Leu Leu He Ser Ala Ser 
1 5 10 15 



50 Val He He Ser Arg Gly Gin He Val Leu Thr Gin Ser Pro Ala He 
20 25 30 

Met Ser Ala Ser Pro Gly Glu Lys Val Thr Met Thr Cys Ser Ala Ser 
55 35 40 45 



Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Ser Gly Thr Ser 
50 55 60 

Pro Lys Arg Trp He Tyr Asp Ser Ser Arg Leu Ala Ser Gly Val Pro 
65 70 75 80 
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10 



20 



30 



40 



50 



60 



Ser Arg Phe Ser Gly Gly Gly Ser Gly Thr Ser Tyr Ser Pro Thr lie 
85 90 95 

Ser Asn Met Glu Ala Glu Asp Ala Ala Thr Tyr Phe Cys Gin Asn Trp 
100 105 HO 

Arg Ser Ser Pro Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys Arg 
115 120 125 



15 <210> 11 

<211> 133 

<212> PRT 

<213> Mus mus cuius 



25 <220> 

<221> CDR1 
<222> (50) . . (54) 



<223> 



35 <220> 

<221> CDR2 
<222> (69).. (85) 



<223> 



45 <220> 

<221> CDR3 
<222> (118) . . (122) 



<223> 



55 <400> li 



Met Gly Trp Ser Trp lie Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 
1 5 10 15 

Val Leu Ser Glu Val Gin Leu Gin Gin Ser Gly Pro Asp Leu Val Lys 
20 25 30 



WO 2004/029630 



11/12 



PCT/EP2003/010092 



Pro Gly Ala Ser Val Lys Thr Ser Cys Lys Thr Ser Gly Tyr Ser Phe 
35 40 45 

5 

Thr Glu Tyr lie Met Ser Trp Val Arg Gin Ser His Gly Lys Ser Leu 
50 55 60 



10 Glu Trp lie Gly Ser lie Asn Pro Asn Thr Gly Gly Ser Arg Tyr Asn 
65 70 75 80 

Gin Lys Phe Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser 
15 85 90 95 

Thr Ala Tyr Met Glu Phe Arg Ser Leu Thr Ser Glu Asp Ser Ala Val 
100 105 110 

20 

Tyr Tyr Cys Ala Arg Gly Asp Phe Asp Tyr Trp Gly Gin Gly Thr Thr 
115 120 125 

25 

Leu Thr Val Ser Ser 
130 

30 <210> 12 
<211> 133 
<212> PRT 

35 

<213> Mus musculus 



40 <220> 

<221> CDR1 
<222> (44).. (59) 

45 

<223> 

50 <220> 

<221> CDR2 
^ <222> (75).. (81) 

<223> 



60 <220> 

<221> CDR3 
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<222> (114) . . (122) 
<223> 

5 

<400> 12 

Met Arg Phe Ser Ala Gin Leu Leu Gly Leu Leu Val Leu Trp lie Pro 
10 1 5 10 15 

Gly Ser Thr Ala Asp He Val Met Thr Gin Ala Ala Phe Ser Asn Pro 
20 25 30 

15 

Val Thr Leu Gly Thr Ser Ala Ser He Ser Cys Arg Ser Ser Lys Asn 
35 40 45 

20 

Leu Leu His Ser Asn Gly He Thr Tyr Leu Tyr Trp Tyr Leu Gin Arg 
50 55 60 

25 Pro Gly Gin Ser Pro Gin Leu Leu He Ser Arg Val Ser Asn Leu Ala 
65 70 75 80 

Ser Gly Val Pro Asn Arg Phe Ser Gly Ser Glu Ser Gly Thr Asp Phe 
30 85 90 95 

Thr Leu Arg He Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 
100 105 110 

35 

Cys Ala Gin Leu Leu Glu Leu Pro Phe Thr Phe Gly Ser Gly Thr Lys 
115 120 125 

40 

Leu Glu He Lys Arg 
130 



